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Several classes of major psychiauic disorders have been shown to exhibit common c!:- 
and biological features involving disturbances of mood, thinking, and feeding behavior. ' . w 

include major depression, in which disturbances of appetite and/or weight are common; e.. \ : 
disorders, which are characterized principally by an obsessional preoccupation with weight • 2 
body image and are frequently associated with depressed mood; and obsessive complus.ve 
disorder, which is often associated with depressive features. While these disorders have been 
defined according to independently-derived operational criteria, they exhibit considerable mutual 
comorbidity, both within the patients themselves and among their family members. Since these 
disorders may be precipitated and/or exacerbated by stressors, investigators have focused on brain 
systems believed to be involved in mediating responses to threatening situations. One of the best 
characterized of these systems is the corticotropin-releasing hormone (CRH)-ACTH-cortisol 
system, which is activated in response to a variety of stressors. In this symposium, we review 
recent data from our group and others on the potential roles of CRH and several physiologically- 
related neuropeptide hormones, including arginine vasopressin (AVP) and somatostatin (SRIH), as 
well as the glucocorticoids that are the peripherally-derived target hormones of the CRH system, in 
these psychiatric disorders. We have thus conducted studies in both patient groups and 
experimental animals in order to examine the potential interplay among these mediators the 
overlapping alterations in mood, thinking, and food-related psychopathology seen in ;.iese 
disorders, and in the mechanism of action of U'eatments known to ameliorate these disorders. Dr. 
Kiing will first present evidence suggesting that hypersecretion of CRH may contribute to both the 
hypercortisolism and other aspects of the symptom complex of melancholic depression, an 
conversely, that a deficency of stress-related CRH seceretion may underlie aspects of the syrap r - ■ 
complex in patients with atypical depressions. The potential involvement of other peptides su, 
the neurohypophysial peptides and SRIH, and the influences of glucocorticoids on these pep: 
will also be discussed. Dr. Altemus will then present evidence suggesting increased centra.re¬ 
directed secretion of the neuropeptides CRH, AVP, and SRIH, all of whose cerebrospinal fluid 
levels are suppressed by glucocorticoid excess, in patients with obsessive-compulsive disorder. 
Alterations in these peptides in patients in eating disorders will also be discussed; the different 
patterns of changes in these peptides and in peripheral glucocorticoid seceretion will be discussed 
with respect to the clinical similarities and differences between these and the depressive disorders. 
Dr. Smith will discuss the effects of certain stress paradigms and of electrical kindling on the 
expression of CRH and functionally related neuropeptides, and the classical neurotransmitter 
systems with which these peptides may interact. These data may help to identify neurobiologic 
mechanisms which may be relevant to the natural history of depressive disorders, which often 
occur in a progressively-exacerbating fashion throughout life suggesting a sensitization of neur.-' 
substrates analogous to that which can be induced by repeated stressors and stimuli which promt, 
the development of kindled seizures. Dr. Brady will then discuss the effects of both establish 
and investigational classes of pharmacologic agents used in the treatment of depressive, eating, a; . 
obsessional disorders on the expression of CRH, the rate-limiting catecholamine synthetic enzyme 
tyrosine hydroxylase, and adrenal steroid receptor genes in rat brain in an attempt to identify 
potential mechanisms of their therapeutic effects in these disorFinally, Dr. Ehrensing will 
present data regarding the therapeutic effects of the tripeptide Mi l. which is chemical!)' related to 
oxytocin and has been shown to- reduce peripheral cortisol secretion, in patients with major 
depression, one of the fust attempts te use neuropeptides directly in the treatment of this disorder. 
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